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Supplementary Figure S1: HER Family expression levels in melanoma cell line panel. Control cell lysates were analyzed by
Reverse Phase Protein Arrays for the presence of ERBB family receptors. Average RPPA value and the standard error of the mean for the
synergistic cell lines and the non-synergistic cells as calculated for A. tEGFR B. ERBB2.
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Supplementary Figure S2: Heat map of one way ANOVA analysis of basal phospho-epitopes determined by
RPPA. Using a one way ANOVA test, we selected for epitopes that varied between cell lines at a FDR of 1% or better. Unsupervised
hierarchical clustering of row scaled epitopes’ intensities (y-axis) using correlation distance and average linkage is shown. Cell lines were
ordered by sensitivity to PLX4720. Unsupervised clustering using correlation distance and average linkage of their epitopes’ intensities did
not order cell lines in proportion to drug sensitivity or driver oncogene. Pathway membership is denoted along the y-axis by the presence
of colored boxes for the MAPK pathway (Green), PI3K pathway (Blue), stress (Purple), or STAT signaling (Yellow).
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Supplementary Figure S3: Heat Maps of RPPA analysis of melanoma cell lines treated with PLX4720 with and without
lapatinib, at 1, 8 and 24 hrs. (Continued)



www.impactjournals.com/oncotarget/ Oncotarget, Supplementary Materials 2015

8 hours
soaos13
less
saszs,
e spm—
ShconCon Coonasa 5

I
11

I Ik
[
!

Cleaved Fodinioha 01185,
pEAKYSST.
BPKCATS05.
pcFamiy.vate.
pPastin1s.
BSHIP1Y1020,
= PP 853,
* - Pttt 27183180,
Pz Radoin Mossin T567 564555,
oy i,
vas.
PYEGFR 2 Y056,

Il
I
I

i
i

BIGF.1 Rec Insuln Roc 11311146,
pSmac2.5245.250255

pSKi 5360

BSAPKINKTIES Y185,
psurnsrar.

pePLA2 5505

pRS 15612

PP pan 811 5660

]

=7

I

»I.

|
MHE
I
‘ |
il

pAMPKa1 5485,

poSK3aBS21S.

I

I

.

33
1
LR

3% 3
H 2§

!
i

| veormzvis
s
eorr
seacTio
Comacrgase 0%,
prswisen
eons
s oL 243

,m
!

3
i

b1

!
H
y
I

1
1
¥
I
i N

E

Pk 5758
Claaved Caspose 0198,
Cloaved Caspose 30175,
patenn® 53337741
pekayTIo

poas a4t
pRas GRF15016.
Nancg.

PubarnTSC2 Y1871,

H
H

PIGE.1 Rec Insuln Roc.Y135.36 16051
por Y221,

PSmad1 5885555,

pCotin'ss.

——

pArsin® 412

1
2

IIH
I
E II
I
|

Lapatinib  * - + + - + + - + + - + + - + + N +

PIx4720

A375 | | SKMEL24 | | VMM5A | | DM331 | | SKMEL2 I | VMM39 |
-15 -1 -0.5 0 0.5 1

Value

Supplementary Figure S3: (Continued) Heat Maps of RPPA analysis of melanoma cell lines treated with PLX4720
with and without lapatinib, at 1, 8 and 24 hrs. (Continued)
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Supplementary Figure S3: (Continued) Heat Maps of RPPA analysis of melanoma cell lines treated with PLX4720
with and without lapatinib, at 1, 8 and 24 hrs. 4 BRAFV600E and 2 BRAFWT melanoma cell lines were treated for 1, 8 or 24
hours with 125 uM PLX 4720 with or without 4 uM lapatinib. Cells were lysed as described and analyzed by Reverse Phase Protein Arrays.
Differentially abundant or differentially phosphorylated epitopes were identified using a moderated #-test, and epitopes with an FDR of
better than 1% are marked with an asterisk (“*””). Unsupervised hierarchical clustering of log2 fold changes for epitopes (y-axis) was
performed using correlation distance and average linkage. Cell lines are ordered by sensitivity to PLX4720 (IC50). Pathway membership
of epitopes is denoted along the y-axis by the presence of colored boxes for the MAPK pathway (Green), STAT (yellow), PI3K pathway
(Blue), stress pathways (Purple).
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Supplementary Figure S4: Venn diagrams of genes induced by PLX4720 with or without addition of lapatinib or
masitinib.

Supplementary Table S1: Inhibitors used in the cytotoxicity screen

Supplementary Table S2: Genes induced by PLX4720, lapatinib, masitinib or the combinations

Table of annotated probes from Illumina HT12 v4 gene expression microarray that were differentially expressed at a FDR
of 1% or better after treatment with PIx4720 alone (PvC), lapatinib alone (LvC), masitinib alone (MvC), P1x4720 combined
with lapatinib (PLvC), or P1x4720 combined with masitinib (PMvC), for cell lines DM331, SKMEL24, and SKMEL2S.
Differential expression log2 fold changes were calculated using Bioconductor package limma and a moderated #-test was
used to assess significance.



